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This Annals of Surgical Oncology issue includes a ret-
rospective study evaluating the role of neodjuvant therapy
and different surgical approaches in the management of
anorectal gastrointestinal stromal tumors (GISTs)." This is
the largest series of anorectal GISTs reported to date,
obtained from the National Cancer Data Base (NCDB),
which includes more than 1500 centers in the United States.

Concerning the surgical approach, Hawkins et al." dis-
tinguished between anorectal GISTs treated with radical
excision and those treated with local resection, concluding
that local resection is acceptable, with no difference in
survival compared with radical excision for tumors smaller
than 5 cm. Indeed, the equipoise between conservative and
extended surgical resection of GISTs (any site) has been
debated because an effective cytoreductive therapy by
tyrosin-kinase inhibitors (TKIs) became available during
the last 15 years.”

To date, reported data on rectal GISTs have been limited to
small retrospective series of patients undergoing surgery at
referral centers and to the few patients included in the adju-
vant prospective randomized studies (10 patients in the
ACOSOG Z9001 study, 35 patients in the SSG/AIO study,
and an unknown number of patients in the EORTC-STSBG
study).>™

However, due to the nature of the NCDB, the analysis of
Hawkins et al.' has several shortcomings. First, only
overall survival (OS) is available. No data on local control
after local resection or radical excision are retrievable. If
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the two approaches result in different local control rates,
which in the long run may translate into different OS, these
data are unavailable in the NCDB. In the era of TKIs,
which significantly prolong OS upon recurrence, medium-
term OS may not reflect the real impact on the disease
control of the initial strategy. Therefore, the analysis of
Hawkins et al.' on the role of local resection versus radical
excision should be cautiously interpreted concerning the
impact of surgical technique on local recurrence.

Second, tumor size is available only at the time of sur-
gery, and the initial tumor size for those patients who
received preoperative medical therapy is not available.
Although the possible benefit of adjuvant imatinib mesy-
late for larger tumors is intuitive, a clean analysis to find a
possible risk cutoff cannot be performed.

Finally, the genotype of GISTs was unknown. The
mutational status of Kit and PDGFRA (a pathogenetic
mutation in one of these two genes is found in more than
85% of GISTs) carries prognostic implications and is a
useful predictive tool for predicting sensitivity to TKIs.
Therefore, it is important to obtain this information before
recommending any treatment strategy, especially for
patients with tumors occurring at this challenging site.

Despite these limitations, the study by Hawkins et al.'
still provides important additional knowledge to the com-
munity. In general, patients affected by rare disease such as
rectal GISTs should be treated at referral centers by a team
of experienced clinicians, essentially due to the multidis-
ciplinary approach this disease may often require.
However, the indications for local resection versus radical
excision for rectal GIST in the series of Hawkins et al.'
very likely reflect the approach commonly used for rectal
cancer. In fact, the larger number of centers contributing to
NCDB covers a wide community hospital network in the
United States and more than sarcoma centers alone.
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FIG. 1 Anorectal gastrointestinal stromal tumors (GISTs) with an
exophytic pattern of growth. a KIT Exon 11 mutant rectal GIST in a
61-year-old man arising from the anorectal region and displacing the
levator ani muscle [baseline Tlw magnetic resonance imaging
(MRI)]. b Partial response at the preoperative reevaluation after
6 months of imatinib mesylate 400 mg per day. ¢ KIT Exon 11

As detailed by Hawkins et al.,! local resection includes
transanal excision, transanal endoscopic microsurgery
(TEMS), transanal minimally invasive surgery (TAMIS),
and any other local tumor excision. Nonetheless, GISTs are
biologically different from epithelial tumors such as rectal
cancer. For this reason, the correlation between anatomic
local tumor extent and surgical procedure may differ from
that for rectal cancer.

Another option for a technical approach is a transper-
ineal approach.® As a matter of fact, the presentation of

mutant rectal GIST in a 53-year-old woman growing in the
rectovaginal space (baseline Tlw MRI). d Partial response after
10 months of imatinib mesylate 400 mg per day

anorectal GISTs as exophytic nodules immediately proxi-
mal to the levator muscles is not uncommon (Fig. 1). In
this setting, a transperineal local resection may be con-
sidered as an alternative option to circumferential resection
techniques (Fig. 2), to obtain clearance of surrounding
tissues and to limit the extent of rectal wall resection.
Indeed, it is very important to minimize the risk of
positive margins, at both the rectal and perirectal sites,
because this is associated with a significantly increased risk
of local recurrence and worse survival.” It currently is well
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FIG. 2 Local excision of rectal GIST after imatinib therapy (same
patient as in Fig. 1, panels ¢, d). i Exposure of residual mass through
a transperineal left pararectal incision. ii—iv Atypical full-thickness

known how TKI may be used as preoperative therapy for
rectal GISTs to downsize the tumor and limit the extent of
surgery as much as possible without compromising the
quality of surgical margins.” A local excision then may be
an option when the tumor has been sufficiently downsized.
Which local approach is better has not been studied to date
and, given the rarity of the disease, likely never will be
studied. The study of Hawkins et al." does not provide any
definitive answer. In our practice, if a local excision is not
an immediate option at presentation, we start neoadjuvant
imatinib. This allows us to minimize the need for more
extensive resections. However, the local approach should
factor in the specific pattern of growth and rectal wall
involvement of these tumors. The additional choice
between a transanal procedure, a perineal technique, and a
more extensive approach has to be made carefully on an
individualized basis.

wedge resection of the lateral wall of the lower rectum via an in-line
stapler. v Final stapled suture. vi Gross specimen

In conclusion, both top-level multidisciplinary expertise
and top-level surgical expertise are needed if clinicians aim
to improve the outcome for patients affected by anorcetal
GISTs together with their quality of life.
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